MAY. 27. 2003 8:45PM 



MfigSlHALL GERSTEIN 



ISO. 942 



P. 7/40 



AMENDMENT 

Please amend this application as follow: 
IN THE CLAIMS 




L (Thrice Amended) An isolated nucleic acid molecule comprising a 
nucleotide sequence selected from the group consisting of; 

(a) the nucleotide sequence as set forth in SEQ ID NO: 1 ; 

(b) a nucleotide sequence encoding the polypeptide set forth in SEQ ID 
NO: 2; and 

(c) a nucleotide sequence complementary to either of (a) or (b). 

A 

2. (Thrice Amended) An isolated nucleic acid molecule comprising a 
nucleotide sequence selected from the group consisting of; 

(a) a nucleotide sequence encoding a polypeptide that is at least 9& 
perxsent identical to the polypeptide set forth in SEQ ID NO: 2, wherein the encoded 
polypeptide has ^46afit-1^9LamiBo^idfl-and.hflfi ^taiman^E3a ubiquitin ligase 
activity of the polypeptide set forth in SEQ ID NO; 2; and 

(b) a nucleotide sequ e nce encoding on all e lic variant - or HS plioo variant of 
tho - fflioioeti - do - g e quenco as sot forth in SEQ I D - MQ: - 1, encoding - a - poly p optid e that has 
human E3a ligoae activity of th e polypeptide oot forth in SEQ ID NO: 2; 

a nucleotide sequence complementary to any of (a)-(b). 

A 



3» (Thrice Amended) An isolated nucleic acid molecule comprising a 
nucleotide sequence selected from the group consisting of: 

(a) a nucleotide sequence encoding a polypeptide set forth in SEQ ID NO: 
2 Avith at least a substitution of one to 100 ^dnseivativ^ amino ft^ acids substitution , 
wherein the polypeptide has fa«Hiaaa-E3,a ubiquitin ligase activity of the polypeptide 
set forth in SEQ ID NO: 2; 

2 



Received from < 3124741159 > at 5/27/03 9:43:31 PM [Eastern Daylight Time] 



mV. 27. 2003 8:45PM MRBaHRLL GERSTEIN ^ NO. 942 " P. 8/40 



^ a nu c l e otide sequence eo co ding a polyp ep t ide s et forth in SEQ ID NO: 

^ 2 mth at l e afit an i n s p rtion of on e to ino arnin Q-a^d-gsys 4nseiai<Mv ^ 

^ poh?peptide ha s hi i maa E3 a ubiqu itin Jigas e activity of the - polypoptid e- s d fo i ' di in 

^ SEP ID NOr 2 ^- artdroptiQna ll:v^ comnrises - 4Uninc^ delation up to about 100 - 





^ ^ a nucleotide sequence encoding a polypeptide set forth in SEQ ID NO; 

^ 2 with at loQist an im ^aifc deletion of one to 100 amino aeid acids dolotion , wherein 

A/ 

^ the polypeptide has hmtm'E3a ubiauitin ligase activity of the polypeptide set forth in 
SEQ ID NO: 2; 

a nucleotide sequence encoding a polypeptide set forth in SEQ ID NO: 
2 which'has a C- and/or N-tenninal truncation up to about 100 amino acids, wherein 
^ the polypeptide has teiTO»E3a ubiquitin ligase activity of the polypeptide set forth in 
SEQ ID NO: 2; 

^ ^ a nucleotide sequence encoding a polypeptide set forth in SEQ ID NO; 

2 with at4east a modification of one to 100 amino acids modi - figa ti^ selected from 
, the group consisting of amino acid substitutions, amino acid insertions, amino acid 
deletions, C-terminal tnmcation, and N-terminaJ truncation, wherein the polypeptide 
? has-hti»flai*E3a ubiquitin ligase activity of the polypeptide set forth in SEQ ID NO: 2; 

e Ju^ 

^ a nucleotide sequence complementary to any one of (a)-(6). 

_ A A 



4. (Amended) A vector comprising the nucleic acid molecule of anv one 
of claims 1,2, or 3. 



(Original) A host cell comprising the vector of clairn 4. 



6. (Original) The host cell of claim 5 that is a eukaryotic cell 



11 
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7. (Original) The host cell of claim 5 that is a prokaryotic celL 



^ 8. (Amended) A process of producing a huE3« hwngft E3a_u biquitin 
K\a lipase polypeptide comprising cultuxing the host cell of claim S under suitable 
y conditions to express the polypeptidcr ond optionally ipolating the polyp e ptid e- from 
th e- oultur e, 



^ ' (Amende^) The process of claim 8, wherein the nucleic acid molecule 

^ \ ^ comprises jpromote r DNA other than , the p r omo t ec - DNA fo r the na tiv e huE3a t^ am^ 
V ^ .garf nhiqin'tin liffflfff^ Tinlvoentidft operatively linked to the DNA encoding the haESee \ 

0 T> ^^Bt£3a ubiquitin liease polypeptide, ' ^ />U%7€f^ 



1 1 , (Original) The isolated nucle^acid molecule according to claim 2 
wherein the percent identity is detennmefousing a computer program selected from 
the group consistmg of GAP, BLA^KbLASTN, FASTA, BLASTA, BLASTX, 
BestFit, and the Smith-Watenj^algorithm. 

10 

>MSr (Amended) A composition comprising a nucleic acid molecule of any 
one of claims 1, 2^ or 3 and i^ - pharmaoouti - eoH y- aooeptable formulation ag mit. 





Al. (Original) A composition of claim 46 wherein said nucleic acid 
molecule is contained in a viral vector. 



J^, (Amended) A viral vector comprising a nucleic acid molecule of an^ 
one of claims 1, 2, or 3. ^ 
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If^pRLI 



/3 

(Thrice Amended) A reagent comprising a detectably labeled 




B ^^^&e ^ ' i^^:^^^a^<i aoid Qoquonoo aot out in SEQ ID NO; 2; or allolte 



r\ A-jriontz or op l ioo vnrinntn th"n"f ""^^^ Tmmnn Tfln li[>iine acti'^dtv according to any 



^ one of claims 



(Twice Amended) A method for deteimining the presence of fesE^ a 
TniinaTi E3a uhiouitin hease nucleic esids acid in a biological sample comprising the 
steps of: 

(a) providing a biological sample suspected of containing huE3o( a human 
E3a ubiauitin hease nucleic a^ds acid : 

^2 (b) contacting the biological sample wilh a tiie reagent according to claim 
5< under conditions wherein the reagent will hybridize with bHB»» a human E3a 
uhiquitin hease nucleic aeids add contained in said biological sample; 

(c) dftfTtinc hyhrif^'"''*'"" Vt^tw^ftn twBS^ fhe human E3a ubiauitin 
liease nucleic acid in flie biological sample and the reagent; and 

(d) comparing the level of hybridization between the nucleic acid in the 
biological sample and ftfi reagent with the level of hybridization between a known 
concentration of h«Ea« human E3a ubiguitin hease nucleic acid and the reagent. 



(Twice Amended) A method for detecting the presence of huBSet a 
Viuman E3a uhiquitin ligase nucleic aeids acid in a tissue or cellular sample 
comprising the steps of: 

(a) providing a tissue or cellular sample suspected of containing huE3ot a 
human E3a uhiquitin hease nucleic aeids acid : 

(b) contacting flie tissue or cellular sample with « the reagent according to 



/3' 

claim ^ under conditions wherein the reagent will hybridize with huE3ot a human 
g3a uhiquitin Uease nucleic aeids acid; 
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(c) detecting hybridization between huE36 6 the human E3a ubiquitin 
Uease n ucleic acid in the tissue or cellular sample and the reagent^ and 

(d) comparing the level of hybridization between the nucleic acid in the 
tissue or cellular sample and reagent with the level of hybridization between a known 
concentration of huEScx human E3a ubiquitm liease nucleic acid and the reagent. 

63. (Original) The method of claim -59' wherein said ^>olyaucleotid^ 
.molecule is DNA, 

64. (Original) Themethod of claim. 59^wherein said polynwleotide 
molecule is RNA. 



jj^ro. fNew^ An isolated nucleic acid molecule comnrising a nucleotide 
(\\ sequence selected from the group consisting of: 



the nucleotide sequence as set forth in S EP ID NO: 18: 

fb'^ a nucleotide sequence encodin g the polypeptide set forth in SEP ID 
NO: 19Land 

(c^ a nucleotide sequence^complementarv to either of (a) or (h\ 



t 
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